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CLAIMS : 

What is claimed is: 

1. A method for producing an RNA-loaded antigen presenting cell 
(APC) that presents on its surface a tumor antigenic epitope 
encoded by the RNA, wherein the epitope induces T cell 
proliferation, said method comprising: 

introducing into an antigen-presenting cell in vitro RNA 
obtained from a tumor comprising tumor- specif ic RNA that 
encodes an antigen that induces T cell proliferation and tumor 
immunity thereby producing an RNA-loaded APC that presents on 
its surface a tumor antigenic epitope encoded by the RNA, 
wherein the epitope induces T cell proliferation. 

2. The method of claim 1, wherein said APC is a dendritic cell. 



3. The method of claim 1, 

4. The method of claim 1, 
cell. 

5. The method of claim 1, 
generated APC. 

6. The method of claim 1, 
A.sup.+ RNA. 

7. The method ~ol: claim 1, 
cytoplasmic RNA . 

8. The method of claim 1, 
RNA. 

9. The method of claim 1, 
the APC by contacting the 



wherein said APC is a macrophage, 
wherein said APC is an endothelial 

wherein said APC is an artificially 

wherein said RNA comprises poly 

wherein said RNA comprises 

wherein said RNA is tumor- specif ic 

wherein the RNA is introduced into 
APC with the RNA in the presence of a 
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12. The method of claim 1, wherein the RNA is obtained from a 
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13. The method of claim 1, wherein the tumor-derived RNA is 
derived from a tumor selected from the group consisting of 
breast cancer tumors, colon cancer tumors, prostate cancer 
tumors, and ovarian cancer tumors. 

14. The method of claim 1, wherein said RNA is isolated from a 
cell. 

15. The method of claim 1, wherein said RNA is prepared by in 
vitro amplification and transcription. 

16. The method of claim 1, wherein said RNA comprises nuclear 
RNA. 

17. The method of claim 1 wherein said RNA comprises a 
minigene . 
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The activation of CTLs is dependent on the recognition of MHC-bound 
peptide present on the surface of APCs. We give evidence in this study that 
differential splicing of Ag-encoding rna can decrease the antigenic 
dose in APCs and regulate the recall of human memory CTLs. Differential 
splicing of rna that encoded an immunodominant HLA-B8-restricted CTL 
epitope of EBV reduced the functional presentation of this 
epitope, and consequently the in vitro expansion and activity of 
CTLs, as measured by MHC/peptide-tetramer staining and cytotoxicity assays. 
The reduced activity of the stimulated CTLs was not only due to lower 
numbers of Ag-specific CTLs but, surprisingly, was also characterized by 
decreased cytotoxicity of the CTLs to target cells presenting limiting 
amounts of the peptide epitope. As indicated by TCR repertoire 
analysis, the reduction in CTL activity was not caused by stimulation of 
distinct populations of TCR clonotypes. This study demonstrates how a 
common eukaryotic posttranscriptional mechanism of gene regulation can 
modulate the endogenous presentation of Ag and ultimately contribute to the 
fine tuning of immunological memory cells, which are important in the fight 

-more- 

? 

Display 5/9/9 (Item 3 from file: 73) 

DIALOG (R) File 73: EMBASE 

(c) 2001 Elsevier Science B.V. All rts. reserv. 
against pathogens and tumors and in autoimmunity. 

DRUG DESCRIPTORS: 

*RNA — endogenous compound — ec; * epitope — endogenous compound 
— ec; *HLA B8 antigen — endogenous compound — ec 
T lymphocyte receptor — endogenous compound — ec 
MEDICAL DESCRIPTORS: 

*RNA splicing; ^cytotoxic T lymphocyte; *antigen presenting 
cell 

major histocompatibility complex; gene control; immunological memory; 

Epstein Barr virus; flow cytometry; human; controlled study; human cell; 

article; priority journal 

CAS REGISTRY NO.: 63231-63-0 (RNA) 

SECTION HEADINGS: 

026 Immunology, Serology and Transplantation 

029 Clinical and Experimental Biochemistry 

- end of display - 

? d sS/9/3 

Display 5/9/3 (Item 1 from file: 154) 

DIALOG(R) File 154 : MEDLINE (R) 

(c) format only 2000 Dialog Corporation. All rts. reserv. 

09456228 98189763 

Discoordinate surface expression of IFN-gamma-induced HLA class II 
proteins in nonprofessional antigen-presenting cells with absence of DM and 
class II colocalization . 

Muczynski KA; Anderson SK; Pious D 

Department of Pediatrics, University of Washington, Seattle 98195, USA. 

Journal of immunology (UNITED STATES) Apr 1 1998, 160 (7) p3207-16, 
ISSN 0022-1767 Journal Code: IFB 

Contract/Grant No.: K1AI01150, AI, NIAID; R37AI16689, AI, NIAID; 
R01AI30527, AI, NIAID 

Languages : ENGLISH 

Document type: JOURNAL ARTICLE 

JOURNAL ANNOUNCEMENT: 9806 

Subfile: AIM; INDEX MEDICUS 

We compared HLA class II expression in a human melanoma line (a 
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with CIITA, with constitutive class II expression in an EBV-trans formed B 
lymphoblastoid cell line (a professional APC) from the same donor. 
IFN-gamma-induced and CIITA-transf ected melanoma cells expressed DR, DP, 
and DQ at levels similar to those expressed by the professional APC; 
however, DP and DQ proteins and DM-dependent DR epitopes were delayed 
in appearing on the cell surface when induced by IFN-gamma. The delay in 
cell surface expression of some IFN-gamma-induced class II epitopes 
was observed even though Northern blots demonstrated class II and DM genes 
to be coordinately transcribed and their mRNA levels to be equivalent to 
that in B lymphoblastoid cells. Confocal microscopy suggests that 
discoordinate cell surface expression of class II results from different 
intracellular trafficking for IFN-gamma-induced class II proteins in the 
melanoma line compared with that in professional APCs. Specifically, 
although DR and DM proteins were present 2 days after IFN-gamma induction, 
colocalization of DR and DM proteins intracellularly was not apparent in 
cells at any time after induction. Failure of DR and DM proteins to 
colocalize suggests that IFN-gamma-induced cells lack an intracellular 

-more- 

? 

Display 5/9/3 (Item 1 from file: 154) 

DIALOG(R) File 154 : MEDLINE (R) 

(c) format only 2000 Dialog Corporation. All rts. reserv. 

MUC-like compartment. The absence of a compartment containing DR and DM to 
facilitate interaction between the two proteins may account for the delayed 
surface expression of class II epitopes whose formation requires both 
class II and DM. 

Tags: Human; Support, Non-U. S. Gov ! t; Support, U.S. Gov ! t, P.H.S. 

Descriptors: *Antigen-Presenting Cells — Metabolism — ME; *HLA-D Antigens 
— Biosynthesis — BI; *HLA-D Antigens — Metabolism — ME; *Membrane Proteins 
— Biosynthesis — BI ; Antigen Presentation — Genetics — GE; Antigen-Presenting 
Cells — Immunology — IM; B- Lymphocytes — Immunology — IM; B-Lymphocytes 

— Metabolism — ME; Cell Line; Cell Membrane — Immunology — IM; Cell Membrane 
— Metabolism--ME; Epitopes — Biosynthesis — BI; Fibroblasts; HLA-D 
Antigens — Genetics — GE; H LA-DP Antigens — Biosynthesis — BI; HLA-DQ Antigens 
— Biosynthesis — BI ; HLA-DR Antigens — Biosynthesis — BI; Melanoma — Immunology 
— IM; Melanoma — Metabolism — ME; RNA, Messenger — Metabolism — ME; 
Trans-Activators — Genetics — GE; Transcription, Genetic — Immunology — IM; 
Tumor Cells, Cultured 

CAS Registry No.: 0 (CIITA protein); 0 (Epitopes); 0 (HLA-D 



-more- 

? 

PLEASE ENTER A COMMAND OR BE LOGGED OFF IN 5 MINUTES 



